WO 2005/039616 



1/39 



PCT/BL2004/000992 



2-i 
1.5 



Binding of 10e9 selected phages on EC treated cells 
■ EC BH3 ■ H6 



□ H24 





VL LP TR ST QF NS SP YR LT HR HY SV 

Peptide bound Phages 



TP NR SA NO 



Figure 1a 




Figure 1b 



WO 2005/039616 



2/39 



PCT7IL2004/000992 



Proliferation of EC with peptide bound phages 
(24h) in serum deprived medium 
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Phage (10e5) display peptides induce EC migration 
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Phage (10e6) display peptides induce EC migration 
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Phage (10e5) display peptides as EC Chemoatracants 
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Phage (10e6J display peptides as EC Chemoatractants 



50000 -i 
45000- 
40000- 
35000 
= 30000- 
u, 26000 - 
05 20000 - 
15000 • 
10000 • 
5000- 



I ll.lll.llllll 



Peptide bound-phages 



Figure 4b 



WO 2005/039616 PCT/IL2004/000992 

5/39 



Phage -Display -Peptides induce proliferation of aortic rings derived 

cells 
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FACS of Peptides (5ug/ml) binding to EC and PBL 
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Proliferation of EC incubated in SFM with 
Peptides 
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Proliferation of MVEC incubated in SFM with 

peptides 
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Migration (ChAt) of EC induced by LT 
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Migration (ChAt) of EC induced by SP 
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Migration ( ChAt) of EC induced by VL and 

TR 
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Migration chemoattractant of Mvec 
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Migration activation of Mvec 
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Figure 12 
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VEGF A gene expression in MVEC incubated with 
peptides 
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VEGF C gene expression in MVEC incubated with 
peptides 
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FLT-1 gene expression in MVEC incubated 
with peptides 
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KDR gene expression in MVEC incubated with 
peptides 
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HIF 1 alfa gene expression in MVEC 
incubated with peptides 
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Intensity of Peptides binding to EC after Hypoxia 
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Figures 16a-b 
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Proliferation of HUVEC incubated with LT 
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Proliferation of HUVEC incubated with QF 
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Proliferation of MVEC incubated with QF 
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Figure 18b 
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Figure 18d 
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Figure 19c 
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Figure 20a 



WO 2005/039616 



37/39 



PCT/IL2004/000992 




Figure 20b 



WO 2005/039616 



38/39 



PCT/IL2004/000992 




Figure 21 
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Motif scaned by e-motif 

http : / /dna . Stanford . edu/emotif /emotif -scan . html 

pwEilJ [Ida] . .afj (SEQ ID NO: 27) 

Pro Trp Xaa Xaa Xaa Xaa Tyr (SEQ ID NO: 32) 

Figure 22b 



VEGBJMOUSE Vascular endothelial growth factor B precursor 

PVSQFDGPSHQKKW PW1DVY ARATC Q PREVWPL S (SEQ ID NO: 28) 

PWIDVY (SEQ ID NO: 31 amino acids 37-42 of 

SEQ ID NO: 28) 

PVSQFDGPSHQKKWPWIDVYARATCQPREVWPL Mouse (SEQ ID NO: 29) 
PVSQ D P HQ+KW WIDVY RATCQPREVWPL Alignment of VEGF-B 
PVSQPDAPGHQRKWSWIDVYTRATCQPREVWPL Human (SEQ ID NO: 30) 

Seq 1: VPWMEPAYQRFL (SEQ ID NO: 2) 

Seq 3: QPWLEQAYYSTF (SEQ ID NO: 6) 

Seq 5: YPHIDSLGHWRR (SEQ ID NO: 10) 

Seq 6: TLPWLEESYWRP (SEQ ID NO: 12) 



Figure 22c 



